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DETAILED ACTION 

Status of the Claims 

Claims 1 and 3-24 are pending and the subject of this Office Action. Applicants 
cancelled claim 2 in the response of 24 July 2008. 

Applicants' arguments and amendments filed on 24 July 2008 in response to the non- 
final rejection filed by this Office on 08 February 2008 have been fully considered, but they are 
not deemed to be persuasive. Rejections and objections not reiterated from previous office 
actions are hereby withdrawn. The following rejections are reiterated and expounded upon, and 
they constitute the complete set presently being applied to the instant application, hereby making 
this rejection FINAL. 

Claim Rejection - 35 U.S.C. §103 

The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office Action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set forth in 
section 102 of this title, if the differences between the subject matter sought to be patented and the prior art are 
such that the subject matter as a whole would have been obvious at the time the invention was made to a person 
having ordinary skill in the art to which said subject matter pertains. Patentability shall not be negatived by the 
manner in which the invention was made. 

Claims 1 and 3-24 are rejected under 35 U.S.C. § 103(a) as being obvious over U.S. 
Patent No. 6,087,511 [hereinafter referred to as "Lin et al"](the reference is being considered in 
its totality) 1 . 

The teachings of Lin et al as set forth in this Office's Action of 08 February 2008 are 
incorporated herein by reference in their entirety. 



1 Lin et al is cited on Applicants' IDS. 
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Applicants argue that Lin et al teaches away from the instant invention, because "the step 
reversal addition (adding the atorvastatin salt solution to the calcium chloride or calcium acetate 
solution), as well as Applicants' direct one step process versus the two step process found in the 
'511 Patent is not obvious to a person of ordinary skill in the art" (Remarks of July 18, 2008, 
pages 11-12). However, these arguments are not persuasive, most notably, because of the open 
claim language comprising encompasses the scope of the full invention. Applicants also note 
unexpected advantages over the prior art. However, in the absence of clear evidence of record, 
this appears to be but an allegation lacking factual support. 

As noted prior, Lin et al disclose a novel process for making amorphous atorvastatin 
hemi calcium salt, noting that the same is useful as an inhibitor of HMG-CoA and therefore, 
useful in the treatment of hypercholesterolemia (Col. 1, lines 13-21). The disclosed process 
comprises a beginning with a mixture comprising atorvastatin lactone and methanol reacted with 
an aqueous solution of sodium hydroxide to form an open-ring sodium salt. The organic layer is 
discarded and the aqueous layer is extracted with MTBE. When the organic layer is again 
discarded, the aqueous solution of the sodium salt is heated and to the solution added calcium 
acetate hemihydrate dissolved in water. Shortly thereafter, the mixture is seeded with a slurry of 
crystalline atorvastatin. Some time thereafter, the mixture is heated, then cooled, filtered, and 
wished with a solution of water and methanol followed by water. The resulting atorvastatin solid 
is dried under a vacuum to give the crystalline form, and through a process disclosed in Example 
2, the crystalline form because amorphous atorvastatin (Col. 5, lines 1 1-65).. 

The adjustment of particular conventional working conditions such as quantity of seeds 
of amorphous atorvastatin calcium relative to the weight percent of atorvastatin lactone and the 
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stoichiometry of sodium hydroxide relative to the same, and the timing of the hydrolysis reaction 
are mere matters of routine optimization and judicious selection well within the purview of one 
of ordinary skill in the art. 

One of ordinary skill in the art would have been motivated to perform the instant 
invention based on the disclosures in Lin et al because as noted therein, although amorphous 
atorvastatin solids were known to exist in advance of the advent of crystalline atorvastatin, "the 
production of amorphous atorvastatin by the previously disclosed processes was not consistently 
reproducible (Col. 1, lines 61-65). Further, it was also known that the bioavailability patterns of 
drugs often differ based on whether their forms are amorphous or crystalline, for example, 
making it desirable to have a procedure for converting the crystalline form to the amorphous 
form (Col. 2, lines 1-7). 

In view of the foregoing, it would have been prima facie obvious to one of ordinary skill 
in the art to prepare amorphous atorvastatin calcium by the hydrolysis of atorvastatin lactone to 
form atorvastatin sodium salt, to suspend the same into a solution of aqueous calcium acetate, 
and then, to isolate and dry the same to form amorphous atorvastatin calcium salt and that the 
same would be effective in the treatment of hypercholesterolemia. 

Conclusion 

No claims are allowed. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Alicia Hughes whose telephone number is 571-272-6026. The 
examiner can normally be reached from 9:00 AM to 5 :00 PM, Monday through Friday. 
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If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Ardin Marschel, can be reached at 571-272-0718. The fax number for the 
organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the Patent 

Application Information Retrieval (PAIR) system. Status information for published applications 

may be obtained from either Private PAIR of Public PAIR. Status information for unpublished 

applications is available through Public PAIR only. For information about the PAIR system, see 

http ://pair-direct-uspto . gov . Should you have questions on access to the Private PAIR system, 

contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). If you would like 

assistance from a USPTO Customer Service Representative or access to the automated 

information system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 

/Alicia R. Hughes/ 
Examiner, Art Unit 1614 



/Raymond J Henley III/ 
Primary Examiner, Art Unit 1614 



